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Sir: 

f his is a reply brief to the Examiner's Answer mailed June 15, 2006, in the above- 
retbreneed application, Submitted with this Reply Brief is a Request for Oral Hearing. The 
Commissioner is hereby authorized to charge 5590, the fee for a Request for Oral Hearing 
for a Mitail entity, to Deposit Account No. 50-3129. it is believed that no additional fee is 
required with this submission. However, should an additional fee be required, the Commissioner 
is hereby authorized to charge the fee to Deposit Account No. 50-3 129, 
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{6i ( JKOl IM)S OF RKJ ECTION TO BE REVIEWED ON APPEAL 

fhe ujUulraWttl of the i ejection under 35 i f S.C. 1 12, first paragraph is appreciated, 

I he remaining issues nt appcai arc: 

( i } whether claims 4-o and ! 7 iire definite. 

(2) whether claim 17 is novel under 55 I f .S.C . i}i02ie) in view of U.S. Patent No. 
6,218.368 to Wircstko ("Wirostko"), 

(3) whether claims 4 and 5 are obvious under 35 U.S.C § 103(a) over U.S. Patent No. 
5, 190,9 1 8 to Deuteh, et ai. C'Deuwh") in view of U.S. Patent No. 6.482.80 i to Brem, el al. 

(4) whether claims 4 and 5 are obvious under 35 U.S.C § 103(a) over U.S. Deuteh in view 
of U.S. Patent No, 5,654,3 12 to Andruiis Jr. et al. ("Andruiis"), 

(5) whether claims 4-6 are patentable as required by 35 U.S.C § 103(a) over Deuteh in 
view of U.S. Patent No. 5.776,898 to Teicher, et al. f'Teicher"}, 

(6) whether claims 10-12 and 18 are obvious under 35 U.S.C § 103(a) over International 
Application No. WO 95/18606 by Aggrawal CA ggrawaP'}. and 

(?) whether claims 10-12 and 19 are obvious under 35 U.S.C § 103(a) over Arbiser, ct al. 
(Abstract),,/: Am. Acad Dermatol.. 40(6 Pf !):925-9 ( 1 999) ('•Arbiser') in view ofThaloor, et 
aL Cell Growth & Differentiation, 9:305-12 (1998) ('ThaiooO and further in view of 
Aggrawal. 

(7) ARGUMENT 

Appellant affirms the arguments made in the Appeal Brief. 



EC) $K®5 
877.L1MWQ04 



Kiieti: Snnaav.' Iff, 2001 

fii fi \ imitTioi \\\tSM irs wmvkk 

(it Deiinik'ness under 35 *'.S,C 112 

'1 he F.Xiin liner alleges that claims 4-6 and I ~ are not definite for u G c ol'thc phrase "an 
effceiive aniounr". 

] he te.-a for mdefimteness is whether those skilled in tht: art would understand what k> 
-.lanned when the claim is read in the light o] the .-.peci Heat inn 

Claim A recite.-; a method for inhibiting ^mptoms associated with angi^genesis in die 
ueatment ot skin disorders selected from the gfoup consisting of h mphangiogenesis. Sturge- 
\\ eber syndrome, verruca vulgaris, tuberous, sclerosis-, venous uleeis. meilusaun contagious, 
seborrheic keratosis and actinic keratosis comprising administering to the individual in need oi* 
Meatman thcreo! an angiogenesis inhibitor wherein the angiogenesis inhibitor is selected from 
the group consoling of collagenase inhibitors, angiogenic fumagiiiin derivatives, 2.5- 
dian ketraho diofurans. amiiiiiphenv iphosphonic acid compounds, 3-substituted oxindole 
denvahv os. thalidomides, penicillamine and IL 1 2 in an amount effective m inhibit angiogencsis. 
I he remaining claims 5 and 6 are dependent upon claim 4 
Claim 4 requires the angiugenesis inhibitors be in an effective amount tu inhibit 
angingeiu-M^ Ail of the angiogenics inhibitor- recited in claim 4 are known and characterized 
cumpounds 'I hat the> do not possess a common moiety and differ in nhvdeai and chemical 
ehaiactcrisiit. i is not an issue here. beeause one of ordinary skill in the an. would be able to 
arrive at an effective amount of an\ of the compounds listed In claim 4 thai is effective in 
inhibiting aiigiogcnesis. for the treatment of the disorders listed in claim 4 using oniv routine 
cxpeiimentalion and known, eommoniv a\ai!aMe assays. An effective amount is a common and 
genei acceptable term fur pharmaceutical claims According tu the MPKP lie common 
phrase "an effecthe amount" mav or rnas uuf be indefinite The proper test is wheihei or nut one 

077!!3/OU0(i4 



KiJ'i V lift If i- Ml S'NAMIM'SOS \SStt fJi 

skilled in the art eoukl determine specific values Tor the amount based on the disclosure See //; 
re Uutfiwfi. 5U'-> !' 2d 563. 184 UKPQ 4S4 (CCPA 1975). "['he phrase "an effective amount . . . 
for growth stimulation 1 ' was held to he definite where the amount was not critical and those 
■ s .kilkd in the art would he able to determine from the written disclosure, including the examples, 
what an eSketi\e amount L». The in ore recent ea^cs have tended to accept a limitation such as 
"iiu cllecu\e fiiiimiiiT" as being definite when read in light of the supporting disclosure and in the 
absence of ;m\ pnor art which would give rise to uncertainty about the scope of the claim. In A\ 
twte ShiihilU \2 USP02d 1570 tBd, bat, App. ic inter. 1989). the Board held thai a 
pharmaceutical composition claim -allien recited an "effective amount of a compound of claim I " 
without stating tlx- function to he achieved v\as definite, particularly when read in light of the 
supporting disclosure winch provided guidelines as to the intended utilities and hm\ the uses 
•-.oil id be ejected. 

Applicants ek-arl) state the effect to be achieved, and that is inhibition of imgiogeuenis 
Vleihods for manuring angiogenesis aie set forth in the specification in examples 2 and 3 at page 
19. line J 8 until pagelQ, lines 3-16. and were known in the art Therefore,: claims 4-6 and 1 7 are 
definite, 

(it) Rejection Under 35 U.S.C. § 102 

fhe [\amincr alleges that ekiiml? is, anticipated undet 33 h\S.( , 102(e) b\ U.S. Patent 
Wirostko. 

( I. dm I 7 defines a method for inhibiting skin disorders selected from the gioup 
eoii.sssting oflymplKingiogemsis. Sturge-Weber s\ ndiome, verruca vulgaris, tuberous >cletusis 
\ei!Lio(is nLers. 'ns.ii.ea, e^ema. inolhbcum contagious, -;eborrheic keratosis, and actinic 
Urato- is com pi j.dug administering to the individual in need of ircaimuu thetcof an effective 
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amount 10 Inhibit angio^encsis of tetracyclines inhibiting eoilagenase oi a sulfated 
rsoi\ saechai ide v*hicn inhibits angiogenesis. 

Wu osake discloses the use of various antibiotics such as ictrac> c line for the treatment of 
age-!\ iated macula: degene-slion Wvd!es^ to tay. macular degeneration involves die- retina, not 
the skin ! lit; dos;igc. eairicr and formulation as a whole suitable for adminishation to the eye is 
not ^kiing to the be s.urte as that w hich is suitable for administration to the -skin. 1 he disclosure 
m \\ irostko dots not enable a skilled artisan to use tetracycline as an angtogenesis inhibitor for 
die neainseiit "! aene rosacea For a prior art reference to anticipate a claim, it must enabiv a 
person skilled m tlK art to practice the invention. "I lit- Pedeial Cii\uit held that "fp jven it' the 
claimed inxention is disclosed in a printed publication, :hat disclosure will not suffice a- - prior art 
if t w as not en ihlm»f" Pcperit-vs Ice owning Inc. \ Bin trca Rapvl J runsit S\.\ , 23! USPQ 
M°, t)f tl ed. Cir. ! ( >S(>> (citations omitted). 1 herefore. Wnostko eannvt anticipate daim I " 

{iii) Rejections under 35 U.S.C. 1.03 

(lahn\ 4 and 5 arc not obvious over Dcuteh in view of Brew 

As dtseus-iul above, 'Jaim 4 defines a method of inhibiting symptoms associated with 
angiogene-n; in the treatment of skin disorders selected from a group of disorders, ..omprNiiL 
adiuimsteihig to an indhiduai m iKed of treatment an angioguiesis inhibitor selected fioni the 
group (..insisting of toikigenasH.- inhibitors, in an amount effective to inhibit angfogencs'is. Cimm 

is dependent on Llaim 'J and recites the added limitation that the angiogenic is inhibstoi is 
applied topically. 

Demch 

Oemeh discloses peptide fragment and s\nthetic analogs of thrombospoiiriiu, which 
nmme oi inhibit the htologkat aetivit_\ of intact ffioinhot-pondin. Deutch defines 

"■JOoiSSOiv! Elf 98033 
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ihromhospundm-hke aettv ity as an\ aetiv ity that mimics the known biukjgicai aetiv uies ol 
thromhospondtri. and include cell-adhesion promoting aetiv ity. eel! imieitenie activity, cell 
dtcinoi.KtK liv i*ics, hemoslaoc activities, and am activities that dot K c hom these activities 
such as tumor i ell, microbial ur parasite mctast me activity. pLtclu aggregating activity, 
ffhnnoly ijc at.Uvf<y. and immune modulation Dcinch discloses a lust of utilities for 'he peptides, 
itich as tn \sotind iualing, ,mgiogenesis (whatever tins means), malaria, cell attachment, 
complement modulation, and cell attachment promoter, Detiich defines angmgenesis as the 
ability to inhibit ot enhance the formation of blood vessels oj lymph vessels.. Deulch dues not 
teach ore ol skd! m tne art that the peptide would be eJTective as a phair.uiceuhca! to inhibit 
angiogenesis. 

Btem states that minoevcinu is an angiogene.sis inhibitor aud a eollagenase inhibitor. 
Pen tch in view of B rem 

I heii: would be no motivation to combine Dcuter 1 with Brem. to ai rive ai the method 
churned b\ \pplxanh. As di^ ns.sed in Jussila and Ahfo. Ph\ iW p C \ .. 8::67 (200?) 
sauaciied in append is. to \ppeal Rtief), blood and lymphatic vessels develop in a paiaHei hut 
independent manner, and factor^ which affect the development ol blood vessels do not 
ne\e^ai My ,i fleet the development of K mphatk vessels. Thromhospondin is n>M a known ~ or 
cicinn.d - angiogcncsis mir.bitor Hi ere would lunc been no motivation for one of ordinary ski!! 
m the art teadmg Riem. to lnok io the peptides of Deueh, nor if one did so, would these have 
been a i ea;>onable e\pectalion oj success il the peptide were applied to The skin for treatment ot 
one of the named skin disoideis I heretore. claims i and 5 are not obvious ovei Deuteh ni view 
of Brem. 
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i 'laims 4 and 5 tin' not obvious over Deutch /'/? view of Andralh 
AmlraUs 

Andrims Ji^uk^vs methods of treatment for inflammatory and autoimmune dermatoses 
which comprise topical ynd'or s> stemic administration of a thu-apcutiealK-efleciive amount of 
thalidomide fit the discussion of the background, Andrulis .states that fhahdonnde. by inhibiting 
I 'NT-alpha production, inhibit anyiogcnesis. since rXb -alpha stimulates endothelial eei! 
m"tiiii\ in \itro and hah strong angiogenic activity in vivo 

Deutckin-yim ■afAntirutts 

Neither Deuk'h nor Andiulis disclose or suggest the involvement of angsogenejis 
inhibitots sn !> inpfiajigiogenesio Nowhere ;n Deutch is then- disclosed or suggested, that 
!> nmnangiogen<. is is embed by anglogcnesis a.- asserted h\ the Kxmnmcron page 7 uf tin, 
Lvaminet V Answer. Dt-utch mcreh coins the phrase "anglogenesis activity ". which they define 
.\ - the abi!i(\ u. inhibit or enhance the formation of new blood vessels or lymph vessels 
\ndruhs states that Thalidomide inhibits angioguicsiV which is the formation ol blood sessels, 
\hsem am d^i iosure in [xutch that an agent that inhibits rmgiogenesis would inhibit 
!> im^mgiogenesis there would be no motivation lot a skilled artisan to combine Andruiis 
(whkh cites reference;? di^ciosmg thai Thalidomide inhibits angiogenesis), wtth a reasouahk- 
evpectatiou ol success m treating bmphangiogenesis. Therefore, claims 4 and 5 isre not obxious 
o ver Detttch m view of Andruh's. 
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Claims 4~d ate not obvious over Bt'utch in view (tf Teieher 
Tekher 

'1 etcher discloses a method or treating a turner in a host by admin^tenng a hemoglobin 
jolution and a ehemotheiapeiitie agent to the ho-si, Feieher a ho suggests the addition of 
amLngiogcme. agents -aieli as TNP-47'i (a fuinagillln derivative) and minocycline to the 
t-uot'i\ic .igent i'.'r administration. 

A skilled artisan would not be mothatcd to combine i eieher with Deutch foi the 
treatment of l> inphangiogenesn. There wouid be no reasonable expectation of success from 
■aid! a combination Deutch dues not disclose ot .suggest that anti-angiegenic ugenh wouid be 
useful in treating ivmphangiogenesis. -\ skilled artisan does not consider the dtseio.su res m a 
iek-ienee in isolation. The disclosure in a reference is interpreted in conjunction with vs hat U 
known in the an. Angsogeucsis is distinct from iymphangiogenesis. and absent au\ disclosure or 
suggestion ii! Deutch that anttangiogemc agents wouid be useful in treating iymphangtogenesis, 
chums 4-d are not obvious o\er Deutch in view of reseller. 

Claims 10-12 ami IS art 1 not obvious owr Aggrawal 

Claim it) defines a method to treat s\mptoms associated with elevated basic fibroblast 
growth (actor In a disorder selected liom Uk group consisting of angiosarcoma, 
hetnangtoendothelioma. basal coif carcinoma, squamous cell carcinoma, malignant melanoma. 
Kap..si\ saieom.u psoriasis, and recessive dystrophic cpidonnoK sis bullosa, compi i dug 
administering to the individual in need of ticatmeut an efiedive amount of a phafmacetuicai 
composition comprising a ciirettmmoid in coinbination with a pharmaceutical!}' acceptable 
..airier to inhibit angiogenesis. wherein the carrier is an ointment for topical administration 
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:o:iMtmiig between ore-half peieent (0,0" o) and U\c peieent (5°'c! pfthe un\.uminoid or a 
foirmiiaNou lor implantation. 

Aggias\ ;il discloses the um- of cureiimin and eureuniin analogues at doses fiom about ! 
ma rngram to ahout 100 milligram, as ;m anti-proliierative agent, for the treatment of 
pathological cell p!oli1erati\e diseases such us melanomas. Aggrawai does not disclose or 
surest tlx- treatment of the disorders claimed In appellant Aggiawcd disclose? the use of 
etiivnmin as an amiproiifeiati\ e agent: doses from about I ug to about I Of) nig are effecthe. 1 he 
claimed method utilizes cnruimin in a topical formulation containing between 0.5 to 5°« of the 
^uruimmoid It is not eleni how the disclosure of about Ipg to about 100 mg being cffeUive for 
iniiibuiw!} of proliferation ( \ggrav*ai) would make ob\ ions a lopieal ointment containing 0.5 to 
5" o curcummoid effecih e lor inhibition of angiogenesis as ai>?erkd h} the f xaminer \s staled 
in the P. afthe refeienee^ disclosed range is -:o broad a.> to encompass a very large number 
of possible distinct compositions, this mklu present a situation analogous to the obs iousius.s of a 
ipe^te^ w lien tne prior art hroadK discloses a genus. Id See also //? ;v Burnt. 16 F. id i80, 2 1 ' 
I'M'gM 1550 (;j r . ]9Q4). f>i re Jo/h>\. 95S I 7 .?d iA~. 21 USPQId 1941 (k-u Cir. 1992;. 
MPFP ^ hi I OS". Aggiawai discloses a 1000 fold range for curcumin orcurcumin analogs J or 
inhibition of proliferation. Aggrawai does not suggest a concentration for curcumin in this \er\ 
hro:nl tange dial would Ik- effective In inhibiting angiogeuesis. when empkneu as a topical 
formulation !i b> n<M enough lojuat allege that Aggtawai makes obvious the Uaimed method 
A.s e.n-.eeded b\ the Bvairaner, Aggrawai does not teach the formulation set for \hc in Jann 10 
1 iaims for an invention are not prima tacw obvious if the primao references do not suggest all 
elements of die claimed invention and do no! suggest the modification- that would bring the 
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primary references into confonnity w iih the application claims 1 lie Examiner has provided no 
tactual analws supporting the allegation that :i person of ordinaiy skill in the an would be led to 
modiiy the composition taught by Aggrawai. v, iili a reasonable expectation of success, to arrive 
at the- composition dci int-d by claim 10. fherefore. claim 10, and claims 12 and 18 dependent 
thereon, arc not obvious mer Aggrawai. 

Claim* 10-12 and 19 are not ohvhms over Arbiscr in view ofThaloor. and further in 
view of'Aggmtial 

Arh.is.er 

\rbistr is net prior art to this application since it was published in kmc 1^9^. The 
P'escui application claims priority to kmc M). 1900. Furthermore, Arbiscr does not describe the 
adminisnation of eiiruimm, and therefore does not disclose the formulation used in claim it). 
Arbiscr (f 'W'/) discloses the use of I I\T--PU and 2 -met!h>\> estradiol m the treatment of 
endothelial malignant ies such as angiosarcoma and hemagh-euduthelioma. 

In <he i.\«tminers -\nsuer, it appears that the Fxaminer is discussing the subject matter of 
\tbiser e; aL Xfakuriar Xfedu im\ 4(3): 1 9 1- {05 { 199S) C'Arbiser \9Wl and not Arbiscr 
l tK! 9 ['here is in- disclosure ui suggestion in Arbiscr 1998 of the formulation used in claim 10 

\eitber 1 haiooj nor Aggrawai make up for tins deficiency. Therefore, claims 10-12 and 
I 1 ' aiu not obvious over Arbiser in \ iew of 1 haioor. and further in \ icw of Aggrawai. 
(8) SUMMARY AND CONCLUSION 

'['he claims arc deiiniie. fhe claims arc not anticipated by the prior art The claims are 
not obvious over the prior art. 
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u oi {ho f'ncyuma realms, AnptHant submits {hat oiaimh 4-6, 10-12. and i "-IM nix- 

patentable.. 

Re^pcLtJbliy submitted. 

'P aired L, I'absi' 
Patron L. Pabst 
Kt-t.No.iH.284 

I lite Auyubi fx 2000 
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